969; Patnaik and Malik, I 97 ) . The present study was undertaken to document the progressive changes caused by angioid streaks in two generations of a family with pseudoxanthoma elasticum in which the afflicted members ranged from the second to seventh decades. Fluorescein angiography was evaluated as a means of detecting early angioid streaks, or some other early ocular manifestation of pseudoxanthoma elasticum observable only by this method and not previously described. To our knowledge, this is the first fluorescein study of two generations of a family known to have angioid streaks and pseudoxanthoma elasticum.
. Of the five members of this generation studied, four have angioid streaks (Fig. 2 ) and varying degrees of pigment epithelial degeneration of the posterior fundus ( Fig. 3) , accompanied by severe visual impairment in three of them. As is characteristic The third generation has an age range of 14 to 26 years (Table II) . Seven members of this generation were studied, three of whom show evidence compatible with early angioid streaks in the peripapillary region. In two patients, the streak did not show increased transmission of fluorescence, but the area immediately adjacent to the streak did (Figs 4 and 5 (Goodman and others, 1963; Woo, and Chandler, 1958) , so that it is truly a disease of widespread elastic tissue degeneration.
Angioid streaks may be the first manifestation of pseudoxanthoma elasticum. Krill and Archer (1971i) , in a recent classification of the choroidal atrophies, suggested that in the earliest stages some angioid streaks were probably manifested first as degeneration of the pigment epithelium of the retina. This is characterized by pigment stippling and mottling, and occasionally by formation of pigment clumps. These areas are hyperfluorescent on fluorescein angiography. Degeneration of the choriocapillaris follows the pigment epithelial degeneration with the subsequent development of breaks in Bruch's membrane characteristic of angioid streaks. Two of the patients in the third generation show no fluorescence of the streak itself, but rather increased transmission around the suspected streaks. The meaning of this is not entirely clear, but it is not compatible with the possibility that in pseudoxanthoma elasticum the primary defect lies in the pigment epithelium. Certainly it tends to confirm the histological findings of earlier investigators that the primary defect is in Bruch's membrane (Hagedoorn, 1939; Verhoeff, I948; Klien, 1947; Paton, 1972) .
We are also of the opinion that the breaks in Bruch's membrane are primary, and are followed later by the pigment epithelial degeneration. This may be loosely compared to choriocapillaris atrophy where the atrophic centre is avascular and dye leaks inwards from the surrounding viable choriocapillaris. The other affected patient in the third generation demonstrated a unilateral atrophic choroidal crescent. Whether or not this has any relationship to angioid streaks or pseudoxanthoma elasticum is at present a matter of conjecture. Certainly this finding has not been previously noted.
Angioid streaks may remain stationary, although they are frequently associated in middle life with subretinal haemorrhage, subretinal pigmentary deposits, patches ofpigment epithelial rarefaction, and occasionally the proliferative changes of disciform degeneration of the macula (Connor and others, I96I; Scheie and Hogan, 1957) . The patients of our second generation confirm this previously noted finding.
Other ocular manifestations of pseudoxanthoma elasticum include extensive drusen, and a mottled or peau d'orange appearance of the posterior and midperipheral fundus (Smith and Gass, I964) . The mottled fundus of pseudoxanthoma elasticum may be accompanied by angioid streaks or may be the only ocular sign of the disease (Shimizu, I96I; Gills and Paton, I965). It has even been suggested that the peau d'orange fundus is the necessary predecessor of all angioid streaks in pseudoxanthoma elasticum (Shimizu, I96i) .
It is of considerable interest that only Patient 5, aged 52, showed the peau d'orange change. None of the patients in the third generation showed this change, even those in whom early angioid streaks are suspected.
A prominent choroidal pattern has been noted in a previous study in some patients and has been associated with the heterozygous carrier state (Berlyne, Bulmer, and Platt, I961 ) .
Patient io showed a prominent choroidal pattern on fluorescein angiography. We are uncertain as to the significance of this and feel that, since the primary defect is in Bruch's membrane and not in the pigment epithelium, the increased visibility of choroidal circulation has no diagnostic significance.
The inheritance pattern of pseudoxanthoma elasticum is most commonly a simple recessive trait (Connor and others, I96I; Goodman and others, I963; Berlyne and others, I96I) . Pseudoxanthoma elasticum in two successive generations with presumed dominant inheritance has previously been noted as a rare occurrence (Osbourn and Olivo, 1951;  Berlyne and others, I96I; Fransois, I96I; Wise, I966). In some of the families noted in earlier studies, there was a consanguineous marriage. Berlyne and others (I961) suggested that transmission might be partially sex-linked; however, recent cytological and genetic evidence suggests that this is impossible in man (McKusick, I962).
The mode of transmission in this family is most likely dominant. In the second generation, four of the five members examined were affected with the disease. In the third generation, two and possibly three of the seven members examined were affected. Both of these generations showed frequencies of occurrence greater than the one-in-four expected if the gene were recessive. 
Conclusions

